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CLAIM AMENDMENTS 
Please replace all prior versions and listings of 
claims with the amended claims as follows: 

1. (Currently amended) A compound having formula 
(I) : 




R 2 (I); 

wherein : 

ring A is an optionally oubotitutod aryl or 
heteroaryl ring wherein said aryl or heteroaryl ring is 
either unsubstituted or substituted with one or more 
substituents selected from halogen, -R°, -OR°, -SR°, 1,2- 
methylene-dioxy, 1, 2-ethyleredioxy; unsubstituted phenyl 
(Ph) , unsubstituted -O(Ph), unsubstituted -CH 2 (Ph), 
unsubstituted -CH 2 CH 2 (Ph) or (Fh), -Q<Ph), -CH 2 (Ph), or 
-CH 2 CH 2 (Ph) substituted with one or more -R° groups; -N0 2 , 
-CN, -N(R°)2, -NR°C(0)R°, -NR°C (O)M (R°) 2, -NR°CQ 2 R°, 
-NR°NR°C(0)R p , -NR°NR P C{0)N(R°)2, -MRWCOzR 0 , -C(O)C(0)R°, 
-C(Q)CT 2 C(0)R°, -COsR 0 , -C(Q)R°, -C(0)N(R°)2, -PC (0)N(R°) 2 , 
-S<Q):>R Q , -S02N<R Q ) 2 , -S(Q)R°, -NR P S02N(R°)2, -NR°50 2 R o , 
-C(^S)U(R°)^ -C(=NK)-N(R») 2 , or - (CH 2 )gNHC (0) R°; wherein: 
q is 0-2; and wherein: 

each R° is independently selected from hydrogen, a 
Ci.s aliphatic, wherein said Ci, 6 aliphatic group is either 
unsubstituted or substituted with one or more 



-2- 

PACE 10/28 * RCVD AT 1 1/27/2006 1 :1 3:45 PM [Eastern Standard Time) ■ S VR:USPT0-EFXRF-5/1 5 • DN1S:2738300 • CSID: • DURATION <mm-SS):0346 



11/27/2006 13:27 FAX 



8)011/028 



substituents selected from =0, -S, =NNHR*, =NN(R*) 2j _ 
=NNKC(Q)R, =NNHCQ 2 (alkyl), =NNHSQ 2 (al ^vl^ =NR*NH 2 , NH(Ci-« 
aliphatic), N(Ci-a aliphatic);:, halogen, Cn al iphatic, 
OH, OtCi.« aliphatic), NQ 2 , CN, C0 2 H, C0 2 (C i-a aliphatic) , 
O(halo Ci^ aliphatic), or haLo C1.4 al iphatic; an 
unsubstituted 5-6 membered hsteroaryl or heterocyclic 
ring, phenyl, -O(Ph ) , or -CH^(Ph) , or wherein two 
occurrences of R°, on the sane substituent or different 
substituents, taken together, form a 5 -8 -membered 
heterocyclyl or heteroaryl ring having 1-3 heteroatoms 
independently selected from nitrogen, oxygen, or sulfur; 
• wherein: 

each R is independently selected from hydrogen or 

* 

a Cls aliphatic group wherein said aliphat ic group of R 
is either unsubstituted or substituted with one or more 
substituents selected from KH 2 , NH(Ci- 4 aliphatic), N(Ci_ 4 
aliphatic) 2 r halogen, Ci_ a aliphatic, OH, Q(Ci- 4 
aliphatic), NCh* CN, CO^H, CCMC^ aliphatic) , 0(halo Ci-i 
aliphatic), or halo<Ci-4 aliphatic); 

the nitrogen of any non-aromatic heterocyclic ring 
is either unsubstituted or substituted wit h one or more 
groups selected from -R*, -N(R*) 2 , -C(0)R*, -OR*/ -C0 2 R*, 
-C(0)C(0)R', -C(0)CH 2 C(0)R*, -S0 2 R*, -S0 2 N(R 4 ) 2 , 
-C(=S)N(R*h, -C(=NH)-N{R*) ?, or -NR^SOaR^ ; wherein: 

is hydrogen, an unsubstituted 5-6 membered 
heteroaryl or heterocyclic ring, an unsubstituted d-s 
aliphatic, unsubstituted phenyl (Ph), unsubstituted 
-Q(Ph>, unsubstituted -CK 2 (Fh) , unsubstituted -CH 2 CH 2 (Ph); 
or Ci.fi aliphatic, phenyl (Ph) , -O(Ph), -CH a (Ph), or 
-CH 2 CH 2 {Ph> substituted with one or more groups selected 
from NH 2 , NH(Ci- 4 aliphatic), N(Ci.« aliphatic)?, halogen, 
C1-4 aliphatic, OH, 6<Ci- 4 al:.phatic) , N0 2 , CN, CO a H, C0 2 (Ci. 
4 aliphatic), O(halo C1-4 aliphatic), or halo(Ci-4 
aliphatic) or wherein two occurrences of R*, on the same 
substituent or different substituents, taken together, 
form a 5 -8 -membered heterocyclyl or heteroaryl ring 
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having 1-3 heteroatomg independently selected from 
nitrogen, oxygen, or sulfur; 

Ra is -COOH; 

n is 0-4; 

Ri is H r or an optionally oubatitufeod a 
hydroxyaliphatic, aminoaliphatic, aliphatic-COOH, 
aliphatic-CONH 2 , or arylaliphatic wherein said 
hydroxyaliphatic, aminoal iphatic , aliphatic-COOH, 
aliphatic-CQNH?, or arylaliphatic is either unsubstituted 
or substituted with one or more substituents selected 
from halogen, -R°. -OR", -SR°, l f 2-methylen e-dioxy , 1,2- 
ethylenedioxy; unsubstituted phenyl (Ph). unsubstituted 
-CMPh), unsubstituted -CH 2 ( P h), unsubstituted -CH 2 CH 2 (Ph) 
or (Ph>, -O(Ph), -CH 2 (Ph), or -CH 2 CH 2 (Ph) subst ituted with 
one or more -R° groups; -N0 3 , -CN, -N(R °) ? . -NR°C(Q)R°, 
-NR°C(Q)N<R Q ) 2 , -Nim^R*, -NR°NR°C (0) R° , -NR°NR°C (O)N (R°) 2/ 
-NR°NR°C0 2 R 0 , -C(Q)C(Q)R°, -C !0)CH 2 C 10) R°, -CQ 2 R g , -C(0)R°, 
-C(Q)MtR 0 )g. -QC(Q)N<R°) 2 , -SCO UR 0 . -SO,N(R°):>, -S(0)R°, 
-NR°S0 2 N(R°b. -NR°SCbR 0 , -C (=S)N<R°) 2 , -C (=NH) -N(R°) 2, or 
-(CH 2 )qNHC{0)R°; wherein: 

q is 0-2; and wherei: a: 

each R° is independently selected from hydrogen, a 
Ci-b aliphatic, wherein said Cue aliphatic group is either 
unsubstituted or substituted with one or more 
substituents selected from ^0, =S, =NNHR # , -NN(R*) 2 , 
=sNNHC(Q}R* r =NNHC0 2 (alkyl) , =NNHSQ 2 (alkyl) , =NR*NH 2 , NH(Ci-4 
aliphatic), N(Ci- A aliphatic) 2t halogen, Ci,j aliphatic, 
OH, Q(Ci-a aliphatic), N0 2 , CN, CQ 2 H, COi(Ci-« aliphatic), 
Q(halo Ci-a aliphatic), or halo Ci^ aliphatic; an 
unsubstituted 5-6 membered heteroaryl or heterocyclic 
ring, phenyl, -O(Ph), or -CH 2 (Ph), or wherein two 
occurrences of R°, on the seme substituent or different 
substituents, taken together, form a 5-8 -membered 
heterocyclyl or heteroaryl iring having 1-3 heteroatoms 
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independently selected from nitrogen, oxygen, or sulfur ; 
wherein: 

each R* is independently selected from hydrogen or 
a Cj-6 aliphatic group wherein said aliphatic group of R* 
is either unsubstituted or substituted with one or more 
substituents selected from N!4 2/ NH(Ci.j aliphatic), N(Ol-4 
aliphatic) 2 , halogen, Ci-a aliphatic, OH, 0(Ci- 4 
aliphatic), NOg, CN, CQ 2 H, CC;>(Ci-d aliphatic), O(halo C1-4 
aliphatic), or halo(d- 4 aliphatic); 

the nitrogen of any non-aromatic heterocyclic ring 
is either unsubstituted or substituted with one or more 
grou ps selected from -R* , -N;R*) 2 , -C(Q)R\ -OR*, -CO?R* , 
-C(Q)C(Q)R*, -C(0)CH 2 C(0)R\ -SQ 2 R*, -SQ 2 N(R 4 ) 2 , 
-C(=S)N(R*) 2 , -C(-NH) -N(R*) 2 , or -NR"S02R~; wherein; 

R* is hydrogen, an unsubstituted 5-6 membered 
heteroaryl or heterocyclic ring, an unsubstituted C x _ 6 
aliphatic, unsubstituted phenyl (Ph) , unsubstituted 
-O(Ph), unsubstituted -CH 2 (Fh), unsubstituted -CH 2 CH 2 (Ph); 
or Ci-6 aliphatic, phenyl (Ph), -O(Ph), -CH 2 {Ph). or 
-CH 2 CH 2 (Ph) * substituted with one or more groups selected 
from NH 2 , NH(Ci-4 aliphatic), N(Ci- a aliphatic) 2 , halogen, 
Ci-4 aliphatic, OH, Q(Ci- 4 aliphatic), N0 2 , CN, C0 2 H, C0 2 (C L - 
4 aliphatic), Q(halo C1-4 aliphatic), or halo(Ci- 4 
aliphatic) or wherein two occurrences of R*, on the same 
substituent or different substituents, taken together, 
form a 5-8 -member ed heterocyclyl or heteroaryl ring 
having 1-3 heteroatoms independently selected from 
nitrogen, oxygen, or sulfur; 

R ? is an optionally oubotitutod aliphatic, 
arylaliphatic; cycloaliphati c-aliphatic, or 
heteroarylaliphatic, or hctc.goeyclylaliphatior wherein 
said aliphatic, cycloalipha tic -aliphatic, 
heteroarylaliphatic, or is €;ither unsubstituted or 
substituted with one or more substituents selected from 
halogen, -R°, -OR 0 , -SR°, 1, ^: -methyl en e-dioxy, 1,2- 
ethylenedioxy; unsubstituted phenyl (Ph), unsubstituted 
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-Q(Ph), unsubstituted -CH 2 (Ph), on substituted -CH 2 CH 2 <Ph) 
or (Ph), -O(Ph), -CHs(Ph), or -CH ? CH ? .<Ph) substituted with 
one or more — R° groups; -NQ 2 , -CN, -N(R°) 2 , -NR°C(Q)R° r 
-*m°C(0)N(R°>^ -NR°CO>R°, -NR ,} NR Q C (0) R c , -NR«NR°C <Q)N (R°) 2 , 
-MR°MR o C0gR% -C(Q)C(Q)R°. -C (0? CH 2 C (O) R° , -C0 2 R°, -C(0)R°. 
-C<Q)M(R°)a, -OC(0)N(R°) 2 . -S:0) 2 R°, -S0 2 N(R°) 2 , -S(Q)R°, 
-NR Q SQaN ( R° ) 2 r -NR°SQ 2 R°, -C N(R°) 2< -C (=NH) -N (R°) g . or 
-(CH 2 ) q NHC(0)R°; wherein: 

q is 0-2; and wherein : 

each R° is independently selected from hydrogen, a 
Ci-6 aliphatic , wherein said Ci- 6 aliphatic group is either 
unsubstituted or substituted with one or more 
substituents selected from =0, =S, =NNHR* , =NN(R*) i , 
=NNHC(0)R*, =NNHCQ2 (alkyl) , ^NNHS0 2 (alkyl> , =NR*NH 2 , mijC^ 
aliphatic), N(Ci-4 aliphgtic) 2 , halogen, Ci_ 4 aliphatic, 
OK, CMCi.4 aliphatic), M0 2 , C.X, C0 2 H, C0 2 (Ci_ 4 aliphatic), 
O(halo Ci,< aliphatic), or halo Ci-a aliphatic; an 
unsubstituted 5-6 membered beteroaryl or heterocyclic 
ring, phenyl, -O(Ph) , or -CB 2 (Ph), or wherein two 
occurrences of R°; on the sane aubstituent or different 
substituents, taken together , form a 5-8-meaabered 
heterocyclyl or heteroaryl ring having 1-3 heteroatoms 
independently selected from nitrogen, oxygen, or sulfur ; 
wherein ; 

each R* is independently selected from hydrogen or 
a Ci-6 aliphatic group wherein said aliphatic group of R 
is either unsubstituted or substituted with one or more 
substituents selected from NH 5 , NH (Ci_ 4 aliphatic), N(Ci, 4 
aliphatic) 2 , halogen, C1.4 aliphatic, OH, OjC^ 
aliphatic), N0 2 , CN, CQ 2 H, C0 2 (Ci-j aliphatic), 0(halo 
aliphatic), or halo(d_ 4 aliphatic); 

the nitrogen of any non-aromatic heterocyclic ring 
jg either unsubstituted or substituted with one or more 
groups selected from -R\ -R(R 4 )?_, -C(0)R*, -OR*, -CQ 2 R*, 
-C(O)C(0)R", -C(Q)CH 2 C(Q)R\ -S0 2 R*, -S0 2 N{R*) 2 , 
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-C(=S)W(R*) a , -C(=NH)~N(R 4 ) 2 , or -NR'SO^R* ; therein;, 
R* is hydrogen, an unsubstituted 5-6 membered heteroaryl 
or heterocyclic ring, an unsubstituted Ci. 6 aliphatic, 
unsubstituted phenyl (Ph), u:a substituted -O(Ph), 
unsubstituted -CH a (Ph), unsubstituted -CH?CH2(Ph); or Ci- 6 
aliphatic, phenyl (Ph) f -O(Ph), -CH 2 (Ph), or -CH 2 CH 2 (Ph) 
substituted with one or more groups selected from MH 2j?L 
NH (Ci-4 aliphatic), N(Ci^ 4 aliphatic) 2 > halogen, C1.4 
aliphatic, OH, 0<Ci-4 aliphatic), NO2, CN, C0 2 H, C0 2 (d- a 
aliphatic), O(halo aliphatic), or halo(Ci-a aliphatic) 

or wherein two occurrences of R*, on the same substituent 
or different substituents, taXen together, form a 5-8- 
itiembered heterocyclyl or heteroaryl ring having 1-3 
heteroatoms independently selected from nitrogen, o xygen, 
or sulfur^ 

R 3 and R 4 are independently selected from R 11 , R 12 , 

RU or Rl5; 

wherein : 

each R 11 is independently selected from 1,2- 
methylenedioxy, 1, 2- ethylene dioxy, R 6 or iCH 2 ) m -?i 
wherein m is 0, 1 or 2; and 
Y is selected from halogen, CN, N0 2 , CF3, 

OCF3, OH, SR 6 , S<0)R € , S0 2 R 6 , NH 2 , NHR 6 , N(r6) 2 , NR 6 R 8 , 

COOH, COOR 6 or OR 6 ; 

each R 12 is indep€.ndently selected from 
(Ci-Ce) -straight or branched alkyl, or (C 2 -C6 ) -straight 

or branched alkenyl or alkyr.yl; and each R 12 optionally 
comprises up to 2 substituents, wherein: 

the first of said substituents, if 
present, is selected from R 11 . R 14 and R 15 ' and 

the second of: said substituents, if 

present, is 

each R 14 is independently selected from 0R 1S , 
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OC(0)R 6 , OC(0)R 15 , OC(0)OR6, OC(0)OR 15 , OC(0)N(R 6 ) 2 , 
OP<0)(OR 6 ) 2 , SR 6 , SR 15 . S(0)K 5 , S(0)R 15 , SC^R 6 , S0 2 R 15 , 
S0 2 N(r6) 2 , S0 2 NR 15 R 6 , SO3R 6 , C(0)R 15 , C(0>OR 15 . CU»R 6 , 
C(0)OR 6 , NC<0)C(0)R 6 , NC{0>C(0)R 15 , NC (O)C (O)OR 6 , 
NC(0)C(0)N(R 6 >2' C(0)N(R 6 ) 2 , C (O)N (OR 5 ) R 6 , C (ON (OR 6 )R 15 , 
C(NOR6)R6, C(NOR 6 >R 15 , N(R 6 ) 2 , NR 6 ClO)R n , NR 6 C(0)R 6 , 
NR 6 C{0)R 15 , NR 6 C(0)OR 6 , NR 6 C(0)OR 15 , NR 6 C (0) N (R 5 ) 2 * 
NR6c(0)NR 15 R 6 , NR 6 S0 2 R 6 , NR 6 S0 2 R 15 , NR 6 S0 2 N(R 6 ) 2 , 
NR^S0 2 NR 15 R 6 , N(OR 6 >R 6 , N(OR 6 )R 15 , P (O) (OR 6 )N (R 6 } 2 ( and 
P(O) (OR 6 ) 2 ; 

each R 15 is a cycl ©aliphatic, aryl, 
heterocyclyl, or heteroaromatic; and each R 15 optionally 
comprises up to 3 substituents, each of which, if 
present, is 

each R 6 is independently selected from H, • 
(C1-C5) -straight or branched alkyl, or (Cj-Cg) straight 

or branched alkenyl; and each R 6 optionally comprises a 
substituent that is R 7 ; 

R 7 is a cycloaliphAtic, aryl, heterocyclyl, or 
heteroaromatic; and each R 7 optionally comprises up to 2 
substituents independently chosen from H, (Ci-C6>- 
straight or branched alkyl, (C 2 -C 6 ) straight or branched 
alkenyl, 1, 2-methylenedioxy, 1,2-ethylenedioxy , or 
(CH 2 ) p -Z; 

wherein p is 0, 1 or 2; and 

Z is selected from halogen, CN, N0 2 , CF3 , OCF3, 
OH, S(Ci-C 6 ) -alkyl, SO (C^-C^;) -alkyl, S0 2 (C1-C5) -alkyl, 
NH 2 , NH(Ci-C € ) -alkyl, N( (Cx-Cg) -alkyl) 2 , N((Ci-C6>- 
alkyDR 8 , COOK, C (0) OlCx-Cg ) -alkyl or CHCx-Cg) -alkyl; and 

R 8 is an amino protecting group; 
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provided that: 

R 3 and R 4 are not simultaneously hydrogen; 

when R 3 is H, then R 4 is not chloro; and 

when R 4 is H, then R 3 is not -SCH 3 or -NH-C(0)CH 3 . 

2. (Original) The compound according to claim 1, 
wherein ring A is an optionaLly substituted 5 or 6 
membered aryl or heteroaryl ring, wherein said heteroaryl 
ring contains up to 2 ring hateroatoms independently 
selected from O, S, or NH. 

3. (Original) The compound according to claim 2, 
wherein ring A is phenyl. 

4. (Original) The compound according to claim 1, 
wherein Ri is hydrogen, -{CH;.) q -X, wherein q is 1-4, and X 
is OH, NH 2/ COOK or C0NH 2 , (C1-C6 ) -alkyl, or benzyl. 

5. (Currently amended) The compound according to 
claim 4, wherein R* is hydrogen, hydroxymethyl, methyl, 
-CH 2 COOH, -CH 2 CONH 2 , arainobutyl, methyl, or isopentyl. 

6. (Currently amended) The compound according to 
claim 1, wherein R 2 is selected from butyl, isobutyl, 
methoxypropyl, cyclopentyl, cyclohexylmethyl , or phenyl , 
trif luorophcnyl, bcngyli f l\;.orobonayl T 

me thy 1 en cd i ojcy b on gyj fc , pyridylmethyl f furany line thy 1 , 
tctrahydrofuraDylmothyi, M morpholinylmcthyli 
thienylmethyl-r 3 - omo pyrrolodinylpropyl; phonylothyl, 
chlorophenyl ethyl , mDthoxyphcnyl ethyl, or 
dimo t hoxyphony 1 o thy 1 . 

7. (Currently amended) The compound according to 
claim 6, wherein R 2 is selected from 2-furanylmethyl 
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According to another profcrrod omh odimcnt, R± and R4— age 
independently oc lee tod from hydrogen, halo, acctamido, 
allyloscy, thd - ophenyl j oulf oicyalkyl, or oulf ojcyphony^ 

8. (Canceled) 

9. (Currently amended) A pharmaceutical composition 
comprising a compound according to any one of claims -3r-& 
1-7 and 17-18 and a pharmaceutic ally acceptable adjuvant 
or carrier. 

10. (Withdrawn) A method for treating or lessening 
the severity of a disease in a patient, wherein said 
disease is selected from autoimmune diseases, 
proliferative diseases, angiogenic disorders, or cancers, 
said method comprising the step of administering to said 
patient a composition according to claim 9. 

11. (Withdrawn) A method for treating or lessening 
the severity of a SHP- 2 -mediated disease or condition in 
a patient comprising the step of administering to said 
patient a composition according to claim 9. 

12. (Withdrawn) The method according to claim 10, 
wherein said. autoimmune disease is selected from 
glomerulonephritis, rheumatoid arthritis f systemic lupus 
erythematosus, scleroderma, chronic thyroiditis, Graves* 
disease, autoimmune gastritis, diabetes, autoimmune 
hemolytic anemia, autoimmune: neutropenia, 
thrombocytopenia, atopic dermatitis, chronic active 
hepatitis, myasthenia gravis;, multiple sclerosis, 
inflammatory bowel disease, ulcerative colitis, Crohn's 
disease, psoriasis, or graft: vs. host disease. 

13. (Withdrawn) The mothod according to claim 10, 
wherein said proliferative disease is selected from acute 
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myelogenous leukemia, chronic myelogenous leukemia, 
metastatic melanoma, Kaposi* 3 sarcoma, multiple myeloma 
or HTLV-l-mediated tumorigenosis . 

14. (Withdrawn} The raechod according to claim 10, 
wherein said angiogenic disorder is selected from solid 
tumors, ocular neovasculizat ion, or infantile 
haemangiomas . 

15. (Withdrawn) The method according to claim 10, 
wherein said cancers is selected from colon cancer, 
breast cancer, stomach cancer, or ovarian cancers. 

16. (Withdrawn-currently amended) An implantable 
medical device coated with a compound according to any 
one of claims ±-S 1-7 and 17-18 , wherein said device is 
selected from prostheses, artificial valves, vascular 
grafts, stents or catheters. 

17. (New) The compound according to claim 1 wherein 
R 3 and R 4 are independently selected from hydrogen, halo, 
acetamido, allyloxy, thiophenyl, sulf oxyalkyl, or 

sulf oxyphenyl . 



IB. (New) A compound according to claim 1 selected 

from: 
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